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(54) PREVENTING OR IMPROVING AGENT FOR 
HYPERTENSION OR MEDICAL SYMPTOM 
CAUSED THEREBY 

(57) Abstract: 

PURPOSE: To obtain the subject new agent containing 
adioxabicyclooctane deriva tive having a specific 
structure as an active ingredient, capable of 
significantly suppressing the elevation of a blood 
pressure, and having less adverse effects and a high 
stability. 

CONSTITUTION: This suppressing or improving agent for 
hypertension or medical symptoms caused thereby 
contains a dioxabicyclo [3. 3. 0] octane derivative of 
the formula (R 1 to R 6 are each H, a 1-3C alkyl, etc.; 
(n), (m), (I) are each 0, 1) [e.g., sesamin, 
(2,6-bis-(3-methoxy-4-hydroxypheny)-3,7-dioxabicyclo [3. 
3. 0] octane), etc.] as an active ingredient. The 
compound of the formula is obtained, e.g., by purifying 
and isolating sesame oil extract material obtained by 
extracting a sesame oil with an organic solvent such as 
acetone, with a conventional method such as a column 
chromatography. Also, it is preferable to administer the 
compound of the formula with tocopherols for the 



potentiation of its preventing or improving effect. 
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0. 0 lmg-2 0 Omg, fcfi L< (± 0 . 0 1mg-5 0m 



(7) #^8- 2 6 8 8 8 7 

12 

g, ZhlZlfti. L<t±0. 0 lmg- 2 OmgcOtlH-e, 

IS** 1 Sft^ttLTfctSHtiWO . 0 0 1-10 0 
OMSK Kf-t L<(±0. 01-100IISC, 
ffiL<(i0. 0 2 9~40ti»^it, jg^ffgiJ 

[0027] *&w<r>mmm*> *dj 
itcit&®xii*<vmmt&®X'&z><Dx~ : g!kfe<7)mfr 

10 CJtHS-vi^tcttU -fc+h ^ > 2 . 1 4 g/day /kg£ 
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HKn^y7x-^) -3, 7 -v* + -*J-fcfv^tt 

[3. 3. 0] 2, (3-> 70 

y-4-bKn + y7x^) -3, 7-v # ***fcTv 
[3. 3. 0] *?9>, X«±2- (3, 4-^ 
l/>yt^r"/7x^;l/) -6- ( 3 - ^ h 3r v - 4 - 
Kn*->7i;*y) -3, 7 -v***lfv*n 

[3. 3. 0] * >O^frs<0^ft7) ? 0. lmg* 
J*. »*L<1±0. 8mgWT<£>&Ot*, 

LX, B&tLXl B&tz*)*§£W<Dmm*V>m&&l 20 
mg-lOg, Ut L < tl lmg- 2 g, $ <b tc*f* L < (± 

img- 2 o omsommxmnm&zti&z t&mt L 

&t LX 1 0&fc *)&5km<Offi&i£<Dl&tt*0. lmg- 
2 g. jtft L<(±0. lmg-5 0 Omg, L< 
110. lmg- 1 0 0mgOHHT% ^o^H^OlfS^t 50 

LTtJtSlftJPJ^O . 0 0 1-10 0 Otia 7 ), ffi L< * 



*(i0. 01-10011^ S<b^flP* L<ti0. 02 
9-4 0SigT>cotEHr\ gpR«?W:t^JL 

[0 0 3 3] «riJ*»lflO»»«:ttjmWU^*L«rv^ 

i **«u*tLrfit»ffc#j**o . ooi-ioo oil 

»*L<li0. 01-10 OSfiSB, £ h C4f i L 
<li0. 0 2 9-4 0M»OJtspt*4J:-9. *»W 

o» Sffx (± t i- « m u» t *flrt- £ 

[0 0 3 4] glifefflJ 1 . SD*»tt77h (M200 
-2 4 0 g) 2 6ES:3St:Mfco 3^0^2^(i^ 
MWfeUft^'J 7^ (rtiO. 2mm) *«»U 2 K, 
lCIfttttE^fi^^U (10E) 

(i ie) tz*»tfco #aft»«±#aft 

^ >tSfli 1 %*^Oy t^rt If y ^ n [3. 3. 
0) (-bt^>: 5 1. 5%. 

jrtf-tr^^ > : 4 7. 8%. ^-cOfifeOv^^r^tfv^n 
(3. 3. 0] *?>mmfe\ 1. 1%) SrR^Lfc 
-fc*^>Jt*:#xfco »9 l»tt*HKf* (5E) £ L 

jfiLJE^taii cuff mzm^rmfcLtzo m&zmi^m 

[0 0 3 5] 

mi] 



(*S (g) 

i>«it (ng) 

2cH>£M++MM (mg) 



398.20±11.83 302.30±16.44" 307. 27± 11. 34* 
1074. 80 ±40. 29 1112. 90±55. 94 999. 82±51. 54 
728. 40 ± 29. 73 816. 10 ± 39. 66 732. 55 ± 39. 06 



Cng/g) 2.70±0.04 3.71±0. 15*' 3.24±0.08*" 

MmR)/ftn (mg/g> 1.83±0.02 2.72±0.09" 2. 37±0. 07**** 



LT"P< 0.01 
&&*mKttLX *P<0.05« **P<0.01 



[0 0 3 6] 4aBfiff<0 7 7 h J: *Ml«* 

-to &m&mz&\,*xfrbKtzjkm<D±ftftmz<bm± 



[0 0 3 7]§it2. SD^mH^yh (6 Mt&) 2 

U HBfti »9 DOC A (SSft^yn^f^f 
n>) ?:STS4 (1 5mg/Kg, 2(11/3) Srffv^ 1 
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fco 

mi tmmommm^tzc ibm±**w» (6 



16 



S2 



h<7)lfiL/±£tai I cuff JB^T$J5g L£ c 

-To 
[0 0 3 9] 
[*2] 



ttfi Cg) 

(ig) 



421.83±8.42 331. 43± 12. 23** 328. 75 ±13. 85'* 
1101.67±31. 14 1217.29±29. 15 1056. 62±60. 49* 
739.67±20. 90 932. 00±22. 07** 779. 50±43. 23" 



^IHMJt/^fi: Cmg/ fir) 2.61±0. 05 3. 71±0. 18** 3. 21±0. 10*** 

(£4>£fift++l»m*:>/{*S (ag/g) 1.75±0.03 2.84±0.14** 2.37±0.07'* + 



*L&$miztt Lr'P <0. 01 
^a^PKSfLT *P<0.05. "P<0.01 

[0 0 4 0] OlSfto^y hrt*fc»»;fclMfeS 

J't;P7'j >m&k, s^yj >&SU ^-jfiitfJ: QIR 

m) SrftKL^io #H^£Elast i ca-Van-G i eson ^fe^ 
^3 DOCA-MaSflfilE-e^yUCfcMt^ 



20 UfftJBflr^* (IBASII, Carl Zeiss) 

[0 0 4 l ] 
1*3] 



em i&m&vmz sk^mmn ittiii/ 

(Mm) (ma*) j*fttlg«it 

i*t&&m 4 95± 1 0.41±0.01 0.27±0.01 

flt^ 3 136±5*** 0. 63±0.04** 0.35±0. 02** 

-tr-tf-SVfcP 5 107±4" 0.48±0.03 + 0.28±0.01* 
_____ _ 

4 56± 1 0.12±0.003 0.33±0.02 

#3t£3f 3 89±2*** 0. 24±0.01*** 0.49±0.02** 

-t?^^>^P 5 73±3U 0. 16±0. Pit* + 0.42± 0.02* 

^LfLffimizttL-x: *p <o.os, **p<o.oi. ***p<o.ooi 

tatPc^LT *P <0.05, **P<0.01. +++ P<0.001 



[0 0 4 2] WM±K&^Tfrbtltz!tiLEt<?)±^ '1>HE 

[0043] mmm 3 . sD*#tt??h (M200 

-2 4 0 g) «r£»ttlR*l*^ V 7^ (rtgO. 2mm) 
^If U 2K, lClfttJ5M^f>^Sl, 1 



0 5^--/li, fei:ffiILrv^#fr 
(#HBH6 3 - 5 3 6 4 2) Uiot, fftSfflffttJ: ») 

>»ftif J: l?SSU2 - (3, 4-^fl/>yt^ry 
— -6- (3 —* — t: Kn*->7x 

-/O -3, 7 -v**^fcfv^n (3. 3. 0] * 5 

9> uic&mc) > 



50 
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(10) 
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[0044] 2, 6 -If*- (3-> 
n*y7*-M -3, 7 - v**^lf-v?U [3. 
3. 0) Mfc^ttD) , 2- (3, 

> v**->:7^-^) -6- (3->F*y-4-HK 
n^y7i/^y) -3, 7 - v * If v * n [3. 
3. 0) (ffrfrWE) S: 1 %E^L/w-etL-Pti 

OSfl'tatl^o 4aWf^, 7 y hOjflLJEttail cuf 
f ft*«^rai36Lfco #ii*»OjflLffi(i 1 85. 4± 
7. 3 (mmHg) tC±#U fb^WA, B f C, DRffE 

3 + 6. 6, 159. 7±7. 1, 163. 2±8. 
3, 15 6. 4 ±5. 4M162. 0±5. 9 (mmH 
g) U3fc*Lfco 
[0 0 4 5] 4 . M*-»ai«0«#W*fl£ (* 



75 



o g iz, nmm 1 tmwb Lfc*»«oiit#oa**t 
a^^tr, *«wo*a«:*S:asjnL-cft**jiiLS* 

[0 0 4 6] Hifcffll 5 . #f&W<0Bf*ft: 0 . 5 g tfefc 
Ko + yy*n tf ;i/-tr;un — x • j.^ y 10 0 

I6_. *«WO»3l#7 gSr*S*^r^«2 0 gk« 



^tiKlMSA^n-x i o g. ^t7'^|7 
^7^3. Og. fL« 6 0 g*SDx.ft^U :ofi 
*»S:**S:}T««^TW«L-ca7inii. HlOOmg 

[0 0 4 7]§fil7. *ISM08I*#:2. 5g«N* 



2 0 0 gi:i2 2 r -eSPl^it JS.U Cti(::6 omtnffl 
Lfc««£«*tfejc4. 7 9 7 5 1 $:SDxlTJ: < 

Hifegij 8 . -tf^> i o oMWRtf&ss^v-fcy > 3 



5**»^**:iDx.5 0-6 ODtllSfL, fiS2 0 0 
0 Ocps 0«^>&R*IMlLfco *U/h*E*«l9 
5. 1%. tf^^>Evft2. 9%, HJfctajl -CttfliLfc 

=MtV^ 1*2*7^*9 1 8 0mgOrt^t^*i'& V7 b 
ar-fcA'SrlliilLrtio S^7 p tJHf»Clt 
SI*fr(Orft^ia^3. 6mg, ff -Fn7xn-^2. 
3 4mg^£*lTV*£ 0 

9 . JIS^*J^^14SHR (SHRSP) (*. . 
8altt) £1P8E£U tlftBt-tt^tB02 
*U5Htfco #«ft*i±rinRJ|&*fl» (MSP, 
(ft) ttttlt») £#;L, -t^^>4^(i0. 5%*H 
20 WOy**flfy^n[ 3. 3. 0] 

> : 5 i . i %. ^tr-t^M > : 4 7. 

8%, ^OffeOv***tfv*n[ 3. 3. 0] :* ^ ? 

l. i%) te-frLfc-fe** >4t*5-x.fco 
8«Wfliru jOlJEE, ft*. K»*ua*ari-*#^ 3^ 
tw«3|fcft*0|&*S:l!^<fco g*i$4^to SHR 

J0 [0 0 4 8] 
[«4] 



Si 4 








<* S Cg) 


2 5 5 ± 1 3 


2 5 2 ± 4 


ift EE CmcitHg) 


2 6 7 ± 7 


2 6 0 ± 7 


sama (g> 


2. 0 2 ± 0. 0 9 


1 . 80+0. 0 8 


BS*+f5^* (%) 


5 0 (4/8) » 


0 (0/8) 



[mi] mi tiKttssjfiim^f'^^^ Merita**? >m<nto.m$Ti'tm*m-ryj7-T:jbz>o 
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[3M*»IE»] 
l^mtJE 1 ] 

HKEiMMll*] 0 0 3 7 

[0 0 3 7] lili. SD*lttt9-/h (6111) 2 

tDO C A JtttffU&ttfc. DOC AAttPli D O C A 
(SSf^ + ynd-fnxfD-/) O^T^ (1 5mg 
/Kg, 2 11/ii) Sr=ffv^ 1 SIS* £-£T D O 

CA*ttt*jfcEE*?'A'*fMBU (7 EE) fc-fc 



*5 >im (8E) Kfl-ltfc. 
[^»1«iE2] 

[1fjEtt**S(«] 9Jffl# 

[»iEW**B*l 0 0 3 8 

[0 0 3 8] tfaftlF* 
Ml tn*0l!«-*fflv»fc 0 »»> (61) 
tt, #«<C*#x.-CftKrLfco liIIBIfcU#»9-/ ho 
JfiUESrtail cuff ft£flJv>T ffl^L^o *§*£HI 2 HtP 
-To $£>K, 4JlW^Wf*<0 7 -y h X >)<bK*iltUU 
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